I 




21, 54, 169, 179; 536/55.1 [IMAGE AVAILABLE] ' ' b14 / 2 ' 

US PAT NO: 5,336,506 [IMAGE AVAILABLE] L9 . 35 of 181 

ABSTRACT : 

The invention relates to a method for the taroeUnn a ^ 

agent to a specific population of cells whSrKS a^oLL S 8Ut ^ 

the P°lysacc^Sde\rao?nIga!a^^ 

specifically to hepatocytel by rme *°™Ki and used to deliver iron 

Mtg^flRra* SI* - 

**240.27** ; 530/391.3, 391.7, 808, 809; 935/104, 107 [IMAGE AVAILABLE] 
US PAT NO: 4,939,240 [IMAGE AVAILABLE] L9 . 154 of 181 

ABSTRACT : 

Monoclonal antibodies to adenocarcinoma cells, and, in particular- hr-™*- 
?™ C ; n ° m ? Cel1 !' are P rodu ^d by a hybridoma formed by fSsi^a mSSse 

f nd f? us e myeloma cells. The monoclonal antiboSL arf 
capable of shrinking solid tumors associated with human SeaSt 
monoclonal antibodies identify an antigen associated w?th SrcinomL of 
ductal lineage The monoclonal antibodies, specifically F36/22 
monoclonal antibodies, can be used diagnostiLlly'Sd&erapeutically . 

(FILE 'USPAT' ENTERED AT 12:41:23 ON 17 APR 95) 

L1 23 73 S TRANSFORMATION AND ANTIBODY 

L2 69060 S TARGET OR GENE (W) THERAPY 

L3 812 S LI AND L2 

L4 666 S L3 AND DNA 

L5 246 S L4 AND CONJUGATE 

L6 OS 435/CLS 

L7 29583 S 435/CLAS 

L8 135 S 514/44/CCLS 

L9 181 S L5 AND (L7 OR L8) 
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Description 

ANTIBODY (2N) DNA 

GENE (W) THERAPY 

SI AND S2 

RD (unique items) 

COMPLEX OR CONJUGATE 

SI AND S5 

S6 AND TARGET? 

RD (unique items) 

PROTAMINE AND DNA 

S9 AND S5 

S10 AND SI 

RD (unique items) 

PROTAMINE (W) GENE 

S13 AND SEQUENCE 

RD (unique items) 

PSEUDOMONAS (W) EXOTOXIN 

DOMAIN (W) III 

S16 AND S17 

RD (unique items) 
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4/9/7 (Item 5 from file: 73) 

DIALOG (R) File 73 : EMBASE 

(c) 1995 Elsevier Science B.V. All rts. reserv. 

8472505 EMBASE No: 92148372 

Engineered antibodies and antibody fragments for human ^ oa „ 

Better M. ; Theofan G "agmenxs ror numan disease management 

USA ' 

J. CLIN. IMMUNOASSAY (USA) , 1992 15/i M7 oa\ mn ™ T ™ TT , C 
0736-4393 J-*^, lb/1 (17-24) CODEN: JCLIE ISSN: 

LANGUAGES: English SUMMARY LANGUAGES: English 
SUBFILES: 022; 026 9 

EMTAGS : 

Genetic engineering 0108; TheraDv Olfin- ^-r^H-n-w &u ^ 

MEDICAL DESCRIPTORS: ^erapy U160, Heredity 0137; Short survey 0002 

*genetic engineering; *antibody ; **gene* *therapy* 

?f"!^! chn °i og y ; qene expression; chimera; antibody affinity bindina 
kinetics; *dna* transcription; immunogenicity ; *antibody* produSioS? 
recombinant *dna* technology; short survey 7 P r °auction, 

4/9/30 (Item 22 from file: 357) 

DIALOG (R) File 357:Derwent Biotechnology Abs 
(c) 1995 Derwent Publ Ltd. All rts. reserv. 

166052 DBA Accession No. : 94-08603 

AUTHOR: Holmberg E G; Reuer Q R ; Geisert E E- Owen<? T t 
CORPORATE AFFILIATE: Univ. Alaska -Anchorage 

C0R Xska S SSho;, DePa f ° f Chemi ^ry/Physic S< University of 

To TTO S;f sk ^7 ^horage, Anchorage, Alaska 99508, USA. 

CoSt BBRCA9 em - Bi °P h y S - Res - Commu n- (201, 2, 888-93) 1994 

LANGUAGE: English 

ABSTRACT: Immunoliposomes were constructed with monoclonal antibodies 5-113 
and 13-21 which are specific to glial cells and mn h^„ = „ 
expressing beta-galactosidase (EC- 23) ThT i genS 

constructed by eT previously described method, ^n ° S st? 

4 ITa T T add€d ^ thS Sntire mixture was'diaJyzed for tl hr It 
4 deg. The liposomes were then sized 4 times through a 0 4 urn 

*oSA*° POr S membrane and they were then separated from free pJasmiS 

dieted 11 to Un r n m^? e ^* an ? ib ? dy *,° n a Bi ° Gel Column - ^Posomes werf 
nonil^J?^- mg/ml t0tal ll P ld - Plasmid *DNA* and * antibodv * 

concentrations were 0.025 mg/ml and 0.25 mg/ml respective! v in ?L 
standard 1 mg/ml total lipid Immunol iposome solution Cultured el 
glioma cells were transfected using the immunoliposomes There was a 
(~Jtt lncrease m transfection by the glial-specif ic Immunol iposomel 
rfni S h S) k °T con t ro1 liposomes. Gliasomes were exposeS to NIK?! 
ffiiL showed no enhanced transfection over control liposome? These 
liposomes have the potential to carry drugs or genes to target sites in 

E.C. V NUMBERS r : 1 ?.I 1 I°23 f0r ^ °" ' ^ « f > 

DESCRIPTORS: Immunol iposome prep., beta-galactosidase-, glioma-specif ic 




monoclonal *antibody*, a ppl . plasmid *DNA* deliverv to ok 
culture, pot. tumor *qene* *theranv* ej - lv ery to C6 glioma 

EC-3.2.1.23 vector tumo? (Vol 13* ? No. 15) ? * mammal animal SnZ 



cell 
enzyme 



SECTION: PHARMACEUTICALS - CI inica"? ' r^Aeh H>. """rni i, • 

AND FERMENTAT I ON - Nuc 1 ei c Ac id ^JchnoLg^ GENETIC ENGINEERING 

4/9/35 (Item 27 from file: 357) 

? I f??ic , S ile 357:Derwe nt Biotechnology Abs 
(c) 1995 Derwent Publ Ltd. All rts. reserv. 

163073 DBA Accession No. : 94-05624 PATENT 

™_N«BER: » 9404674 PATENT DATE : 940303 WPI ACCESSION NO. : 

PRIORITY APPLIC. NO. : DK 93528 APPLIC DATE ■ 930R(m 
^TIONAL APPLIC. NO.: WO 93DK273 APPLIC DATE • 
LANGUAGE : English »30820 

ABSTRACT: The following are claimed: (l) a DNA fraament mpl iti * 

toxin, a Pseudomonas endotoxin a v, r „ »iT i protein, a ncm 

protein- « ™^-I?Ir ■ ? and fu ngal nbosome-inactivation 

bacterium, preferably Bacillus sp., Escherichia an nr-q a L ?J 18 3 
O^TO^ 

plasmid pE-MC-2 expression in Bacillus sp Escherichia ™ P Sli ' n 

aL! ?r a ' skin tumor, epilepsy, nerve damage diagnosis^ ?he?aDv' 
*gene* *therapy* chimeric toxin polymerase chain r M ?Hnn Lrlvi ap £' 

%ot ^To'ltr Cl ° ning Pr ° teln -™ ~ veSonaSSSr 
SE T; t ™™™ S pS^t?S S i • ^HARMACEUTICALS-Clinical 

<D3,D F srsr N ^ 

4/9/43 (Item 35 from file: 357) 

DIALOG (R) File 357: Derwent Biotechnology Abs 
(c) 1995 Derwent Publ Ltd. All rts. reserv 




148889 DBA Accession No. : 93-06941 PATENT 

New complex for transporting gene into hicrher Piiira-rw^ „«n 

vector, polylysine and antibody conjugate for trans f ect Ln f^TJ 1 ™ 3 
*S ene * * therapy* or antisense RNA production transfeCtlon in e -3- 

PAtSS^^ Univ.N.Carolina !993 

PATENT NUMBERQEP 535576 ) PATENT DATE: 930407 WPI ACCESSION NO.: 93-110900 

PRIORITY APPLIC^fToTT-tJS 864758 APPLIC. DATE- 920407 

^^klrvota n ^ 11 C ° njUga - e f ° r n ^° leic acid transport into a higher 

anS ^oplasm. Th e following are also new: a complex of nucleic acid 

usfna ?h. C °o DU ? ; 3 mSt ?° d f ° r transformation of eukar"yotic cell* 
using the conjugate; a pharmaceutical composition containing i-h! 

kit containina thp nnn^nrr^n mu« 
antibody 1S preferably a monoclonal antibody which biSds to aS'adlno 

™Vf, ? 6XOn rSg i° n - The substance wi th nucleic aciS affinUv is a 
S ^ n 'of PrefSrably Polylysine. The method is useful Jn Lene* 
H*^?^ apy ° f e,g - cvstlc fibrosis, low density lipoprotein recKtor 
fntisense 7 rSa f ■ f ° r ^oduction of sSqSScS Sc3±£ 

S tarqet LIS S« ° f , ViruSe ^ " hich target the en dosome means that 
(38pp) 9 9 n0t rSaCh lvsosomes (where they are degraded) . 

DESCRIPTORS : new higher eukaryote transfection method, *DNA* polycation 
♦antibody* conjugate complex, adeno virus vector, endosome ' 

iSnim^to 11 ' ? PPl - * gSne * * thera Py*' antisense RNA d2l?vLy gene 
transmission cloning 7 a ci "= 

SECTION: PHARMACEUTICALS -Clinical Genetic Techniques- GENET TC pnptmppdt^ 
AND FERMENTAT I ON - Nuc 1 e i c Acid Technology {ll Kl) GENETIC ENG INEERING 

4/9/50 (Item 42 from file: 357) 

DIALOG (R) File 357:Derwent Biotechnology Abs 
(c) 1995 Derwent Publ Ltd. All rts. reserv. 

121020 DBA Accession No. : 91-08662 PATENT 

Production of chimeric antibodies - chimeric antibody construction bv 

Sn*^ 1 * 9 DNA enC ° din 9 a first Portion of the *ant!body* w^th 
*DNA* encoding a second portion 

PATENT ASS IGNEE^^J^o^^oJ^IJni V.Chicago 1991 

PATENT ^ NUMBER ^ ^^^ Em DATE: 910502 WPI ACCESSION NO.: 
PRIORITY APPLIC. NO.: US 421550 APPLIC DATE- 891011 
SS : A S sh N °- : W ° 90US579? APPLIC - DATE: 90101 ° 

^n^cleic P Jcid SS i^^S r ° d H Cing a . chimeric antibody (CAb) or CAb-encoding 
portioS of a" CAb" in^ T ^prising: i- introducing DNA encoding a 2nd 
Kb ?i? nSS,-;?^ ?>, C6 i 1 jessing DNA encoding a 1st portion of a 
iv cu^uri™ Si 5 ?? C 2 P° rtlon f wit hin the cell by trans-splicing; 
iv cultunng the cell; and v. selecting a CAb comprisinq the 1st and 

from P ?Se 10 celir m n** m ? diui \° r isolating a CAb-enS^nSlei? acid 
ZZ° S ! cel l s - Also claimed are purified products from the process 

POrtl ° n ma ^ be introduced by B-lymphocyte fusion ?he 
trans-splicing of immunoglobulin (Ig) heavy chains requireSthat a 




B-cell simultaneously expresses 2 Ig heavy chains Rv • 
trans-splicing, a single DNA construct colt a ini^Vh^ ^ ^ 9 

^ll* t'' ChlmeriC ^ibody prep., in vitro trans -splicing of *antibodv* 
*DNA* e.g. immunoglobulin heavy chain with e.q enzvme toxin anClJ30dy 

poT P a^f'' 0 ^ 1 reCS ^° r ' B-lymphocyte fusio? StSSdy'e^neering 
pot. appl. in disease diagnosis, clinical medicine, *gene* ithSraov?' 

SECTi™ p £ mmunoto * ln ? ene transmission bispecific antibod? ther apy . 

SECTION: Pharmaceuticals-Other; Cell Culture -Animal Cell Cul 



8/9/3 (Item 3 from file- 5) 

DIALOG (R) File 5:BIOSIS PREVIEWS (R) 
(c) 1995 BIOSIS. All rts. reserv. 



10099321 BIOSIS Number: 95099321 

RADIOIMMUNOTHERAPY OF CANCER APPROACH FOR TWO-STEP 

J^^^ — y,™, a 

SSSS^SaSSS 4 1993 • 94 " 102 ' ™ BCCHE 

deSverf o^&ot^ 1 ^"^ SgSW^ • is <*• ^Lfic 

radiation. in this respect the anS r nummizing normal tissue 

schemes generally leads to' mart f™iiw ? ° f two " ste P Pretargeting 
ratios than direct aSminist?atiSn of ™j£ * tUm ° r t0 n ° rmal tissue "Ptakl 
we present the specific hybSdiza?LS mU ?° C ° n:,Ugates - In this study, 

novel recognition mechanism in pStaraSS^f fra ^ ents as a 

involves first administration of * antibody* Sa* ?^ efly '. ° Ur stra tgegy 
'targeting* with radiolabeled c^Sent^y 2?^ ^ flowed by 
Complementary oligodeoxynucleotides (14-^ ^ ^ (antisense DNA) . 
part of the phosphodiesters hsThl! ?' Tm = 57.degree. C) , in which 
ensure stability agaTns? nucleuses? wJ2 CSd b ^ met hylphosphonates (to 
The oligonucleotides we?rfu?tSer Sr ; a M^ Prepared ° n a DNA synthesizer. 
5 '-end in such a wlv Ihlt ™nSfi£ Vla 3 uridine moiety at their 

could be accomplLhed 7 B^th f murSe" 1 *?^ With an tibodies 

anti-tumor lg M 16 . 88 were coniuateS J? . (antl " hCG > and the human 

the heterobifunctionaT cross Unker SMC? T ^^^tides via 
immunoconjugates with the radiol^SS a MCC - In cubation of these 
hybridization with the antibodv linkS antlSense DNA revealed specific 
studies performed with an?iaen anJ^ ^^^tides . Antigen binding 
immunoreactivity of the SiSoSvf ™* m ^ riCeS showed that thS 
Moreover, it is demonstrated ^ 7 ^? ?\. * con ^gate* is preserved, 
hybridizing selectively wSh ^„ radl ? lab ?i ed ° NA is sti11 capable of 

when the litter is Jound to antigen ^ ° f ™°c°njugate, 

^S^OB^ HUMAN ANTITUMOR 

THERAPEUTIC METHOD^MMUNOLOGIC METHOD SYNTHETIC METHOD POTENTIAL 

Concept Codes: 

Inltnl S SneticS and c ytogenetics-Animal 
*n«2J 2 e "? t:L ? s and Cytogenetics-Human 
*?006P Ration-Radiation and Isotope Techniques 

Neoplasms and Neoplastic Agents-Immunology ^ 

Biosystematic Codes: y ces 

86215 Hominidae 

86375 Muridae 
Super Taxa: 

Animals; Chordates; Vertebrates; Mammals; Primates; Humans; Nonhuman 



*12512 
*22018 
*24003 
*24008 
*34502 




Vertebrates; Nonhuman Mammals; Rodents 




8/9/4 (Item 4 from file: 5) 

DIALOG (R) File 5:BI0SIS PREVIEWS (R) 
(c) 1995 BIOSIS. All rts. reserv. 

9590741 BIOSIS Number: 94095741 

CATIONIC LIPOSOMES ENHANCE * TARGETED* DELIVERY AND EXPRESSION OF 
EXOGENOUS DNA MEDIATED BY N- TERMINAL MODIFIED POL Y^L- LYSINE -ANTIBODY 
* CONJUGATE* IN MOUSE LUNG ENDOTHELIAL CELLS ^i>lJNh ANTIBODY 

TRUBETSKOY V S; TORCHILIN V P; KENNEL S; HUANG L 

CENTER IMAGING PHARMACEUTICAL RES., MASSACHUSETTS GENERAL HOSPITAT 
BUILDING 149, 13TH ST., CHARLESTOWN, MASS. 02129 ^ Nb>RAL HOSPITAL, 

BIOCHIM BIOPHYS ACTA 1131 (3). 1992. 311-313." CODEN: BBACA ©D f ^ 

Full Journal Title: Biochimica et Biophysica Acta 
Language: ENGLISH 

deLr?bed an %ran^?^r te ^ f ° r * tar ^ ed * ^ne delivery and expression is 
7md?t^ , Tra ? s 5 ectl ° n efflcie ncy of N-terminal modified poly (L-lysine) 

idSna ?o nD thf . W i th ant i7 th ^omodulin antibody 34A can be improved by 
? ^ * I , system a lipophilic component, cationic liposomes. *DNA* 
; con ^9 ate * an <* cationic liposomes form a ternar? electrostatic 
rll7. ^ W ^ Ch P reserves the abi lity to bind specifically lo the target* 
tr^f^on the ^ same tlm f the addition of liposomes enhance the specific 

£?h efflcienc y of *antibody*-polylysine/*DNA* binary *complex* by 
10 to 20-fold in mouse lung endothelial cells in culture 

De ™i^°^ /KeyW ° rdS : * TA RGETED* GENE DELIVERY NEW METHOD IMMUNOLOGICAL 
METHOD TRANSFECTION EFFICIENCY iiuiubuua,iuuj 

Concept Codes: 

*03506 Genetics and Cytogenetics-Animal 

*^n« ^ ioc ?; em ical Methods -Nucleic Acids, Purines and Pyrimidines 
*10508 Biophysics -Membrane Phenomena 

*34502 Immunology and Immunochemistry-General ; Methods 
innll ^ ioc ^ em f ca l Studies-Nucleic Acids, Purines and Pyrimidines 

Biochemical Studies-Proteins, Peptides and Amino Acids 
16001 Respiratory System-General; Methods 
Biosystematic Codes: 

86375 Muridae 
Super Taxa: 

^mmals; C Rodfnts S; Vertebrates; Nonhuman Vertebrates; Mammals; Nonhuman 



8/9/8 (Item 1 from file: 73) 

DIALOG (R) File 73 : EMBASE 

(c) 1995 Elsevier Science B.V. All rts. reserv. 

9496759 EMBASE No: 95058278 

Application of chimeric antibody for cancer immunotherapy 
Yamaguchi T. ; Takahashi T. ; Kitamura K. ; Otsuji E. 

Department of Surgery, Kyoto Prefectural University of Med 465 
Kajn-cho, Hirokoji-Agaru, Kamigyo-ku, Kyoto 602 Japan 

?iS£5fJSS y i Japan) ' 1995 ' (47-50) CODEN: BITPE ISSN: 0914-2223 

LANGUAGES: Japanese SUMMARY LANGUAGES: Japanese; Enqlish 
SUBFILES: 016; 026; 048 y 

a n^K^° tar9 ! tin9 .. Chem ° therapy using immunocon jugate of mouse monoclonal 
antibody and anti-cancer drugs has many problems awaiting solution 
Especially production of human antibody against mouse monoclonal antibody 



overcome ^is^Snf^o?^ - cancer tissues. To 

developed using recount "Sa? te^olo^^CMm;.^^. 2 ^ ^ tib ° dy Was 
of variable regions of mouse sn P rf f f ? °i 9Y ; Ch ?- meri ? *antibody* composed 

region of huma? IgG^wars^cc^L^unyToduSef b^yel^ T^anM 0 "^ 

conjugate* (Ch-S-SSI) showed a specific ilr,^^ activit y- This 
and a superior anticancer effect 5? accumulation in cancer tissues 

The acute toxici^ of^L S^LS i S n " P °f Xtlve C ° lon cancer cells - 

EMTAGS : 

DRUG DESCRIPTORS: article 0060 

♦chimeric antibody; *zinostatin 
monoclonal antibody 
MEDICAL DESCRIPTORS: 

drua°?on anCe f" drU f thera Py"dt; *cancer immunotherapy 

ci r Sic\Tt?iai? n arSc?e* targeting * ; ^ Cl± ^ al «^ P*a-e 1 

EMCLAS DRUG CODES: 

03700000000 

CAS REGISTRY NO. : 9014-02-2 

8/9/46 (Item 3 from file: 357) 

DIALOG (R) File ,357: Derwent Biotechnology Abs 
(c) 1995 Derwent Publ Ltd. All rts. reserv. 

151782 DBA Accession No. : 93-09834 PATENT 
PATENT ASSIGNEE: Thera-Gene 1993 

PATENT NUMBER: ^930922! PATENT DATE : 930513 WPI ACCESSION NO. : 
PRIORITY APPLIC. NO.: SE 913183 APPLIC DATE- gnmn 

ABSTRACT : A 'complex* between a virus with an inactivated call hi„,«„„ 

JubSance ^an int^rSi^a"^ 1 ?? T ^ is new? The Ag-binding 

^7**« f * interact with a specific Ag on a mammalian cell %m-fa^ 

^"Sr^S ' o ^he^ce^f ^ r L r ce Whi ?S e °^ r b Wi d e «^~^S^ 

P svntS tly 3 m ° n ° "tlSdJ" C 2r a^agSlnt^repLarbfch^ica! 
synthesis or expression of *antibody* aenes or *nS* 0 

marie 1119 SSSg^SS? U^K. Ag-bi^g SEES 

encoding ^ntlSodv? E^S-" 9 ° f * antibod y* Senes or *DNA* sequences? 
®^odmg *antibody* -binding structures, into the viral genome Th4 
viral cell receptor is inactivated by chemical means, TspJciSc 



antibody or gene technology. Genes for the* vi>=i 

. t a?s vsL^ z^:: «?£i\ss.is a ^r> specif 1? cl?i 

♦targeting* into mammal cell P virus vector 

^i.rafSJSS^^ffs;,' GENETIC E ™*™= »» 

8/9/51 (Item 8 from file: 357) 

DIALOG (R) File 357:Derwent Biotechnoloqy Abs 
(c) 1995 Derwent Publ Ltd. All rts. reserv. 

096842 DBA Accession No. : 89-14833 PATENT 

Integration of foreign DNA into cell culture - bv coniuaat -i nrr *-y>~ ■ 

PATENrASS^GNEE^STr FS^S mt *°** bSd^S't^U f ° rSign 

A f SIGNEE: U.S. Dept. Health-Human-Serv. 1989 

PATENT ER: 08^255837 PATENT DATE: 890725 WPI ACCESSION NO. : 
PRIORITY APPLIC. NO. : US 255837 APPLIC DATE ■ SSI ni i tl 

: Ds 255837 p 



in a 



ABSTRACT: A method for integrating foreign DNA into cells 

conjugate* and the cell into which the DNA is to be inteorai-#»H t>J 

*"rge™ -spS^ 
transformation and gene therapy. Th£ method San ifso be used for ^£12 

Sco&T ^amy^^ e ^EC^.i^^ £.^V «S 
containing 50 mM benzoguinone in ethanol in thl dark fo? ! hr^nS"^" 
^r ed T h thr ° U ? h 3 S 25 COlunm and Plashed in lacc5aromyoe S cerevislje 
^2cS e (jSjT? ted ? NA WaS inCTbated "ith hamster monoSo^rjnMbody 

DESCRIPTORS: cell culture e.g. CD3-specific hamster hybridoma 

transformation, gene transmission using antibody *coniuqate* annl in 
gene therapy mammal cell culture conjugate , appl . in 

SECTION: Microbiology-Genetics; Pharmaceuticals-Other (A1,D5) 

8/9/53 (Item 2 from file: 399) 

DIALOG (R) File 399 :CA SEARCH (R) 

(c) 1995 American Chemical Society. .All rts. reserv. 
116091374 CA: 116 (10) 91374c PATENT 

^N^ENTOptAr™^ 1 ^ 68 ° f antii >ody-polycation conjugates 
S™L ( ™iy, BirnStie1 ' MaXL - ; C ° tten ' Matthew '- =™t 
ASSIGNEE: Boehringer Ingelheimr-*rTt»w«±j nnai r m u u ~ 
PATENT : PCT International ^l^f^L^il!^^' InC ' 




SECTION: ' 
CA263005 Pharmaceuticals 

pr™™ting A ^^ion conjugate, T cell surface 

DESCRIPTORS: 
Antibodies . . . 

i™rt 4 :nS°! jU9ateS With P° 1 y 1 y si ^90, complexes with DNA, for DNA 
import and expression, in T-cell lineage cells 
Nucleic acids, conjugates .. . 

p?Se™ S o? i J h rEf? t ?} n ' POlyCa ^° n ' tar ^ eted to cellular surface 
proteins or T-cell lineage cells 

Protamines . . . 

conjugates with polycations, complexes with nucleic acids for 
targeting to surface protein of T-cell lineage cells 
Deoxyribonucleic acids, complexes .. . 

expresSfon^irT^^r? 0171731116 ?? con ^ ates ' for DNA import and 
expression, m T-cell lineage cells 

Histones, conjugates . . . 

with polycations, complexes with nucleic acids, for targeting to 
surface protein of T-cell lineage cells <*rgecing to 

CAS REGISTRY NUMBERS: 

25104-18-1D conjugate with antiCD4 antibodies, complexes with DNA for DNA 

import and expression, in T-cell lineage 
38000-06-5 for DNA import and expression, in T-cell lineage 



15/9/10 (Item 10 from file: 5) 

DIALOG (R) File 5:BIOSIS PREVIEWS (R) 
(c) 1995 BIOSIS. All rts. reserv. 

7103291 BIOSIS Number: 88026036 

NUCLEOTIDE * SEQUENCE* OF A COMPLEMENTARY DNA ENCODING RAT PROTAMINE AND 

THE HAPLOID EXPRESSION OF THE GENE DURING RAT SPERMATOGENESIS 
KLEMM U; LEE C-H; BURFEIND P; HAKE S; ENGEL W 
INSTITUT FUER HUMANGENETIK DER UNIVERSITAET GOETTINGEN 
BIOL CHEM HOPPE-SEYLER 3 70 (4). 1989. 293-302. CODEN- BCHSE 
Full Journal Title: Biological Chemistry Hoppe-Sevler 
Language: ENGLISH 

hJ he ^^ C H e ? tide * se ^ ence * of a 342-base cDNA encoding the rat protamine 
had been determined. This insert, isolated from a rat testis cDNA library 
encodes a polypeptide of 50 amino acids of which 29 are arginine 9 are 
cysteine and 2 are tyrosine. The insert contains the complete 3 ' -noncodinq 
region of 170 bases and 18 bases of the 5'-noncoding region. Hybridization 
of the protamm cDNA with the RNA prepared from testes of prepubertal and 
sexually mature rats revealed that protamine mRNA is first detectable as a 
600 nucleotide long molecule in the 35 -day old testis containing around 15% 
of round spermatids but not in testis of younger animals. The RNA of 50-day 
old and sexually mature rats was found to contain a second protamine mRNA 
W ni? -it ^ r °™ d 5 ?°. nu cleotides in length. Hybridization of the protamine 
cDNA with the RNA of isolated spermatids of the mature testis resulted in 2 
prominent hybridization signals (600 and 500 bp) while the faint signal 
obtained with the RNA of pachytene spermatocytes (600 bp) was found to be 
due to contamination of the cell preparation by spermatids. After digestion 
th ? nn mRNA n wltl ? ribonuclease H a single hybridization band even smaller 
than 500 nucleotides was obtained. As demonstrated on testis sections the 
transcripts are confined to the central layers of the tubuli seminiferi 
corresponding to the spatial arrangement of postmeiotic cells. The results 
indicate that the *protamine* *gene* in the rat is postmeiotically 
expressed and that the mRNA undergoes posttranscriptional processing that 
includes a reduction in molecular size with respect to the poly- (A) + tail 
Descriptors/Keywords: MESSENGER RNA NUCLEOTIDE * SEQUENCE* AMINO ACID 

* SEQUENCE* MOLECULAR * SEQUENCE* DATA 
Concept Codes : 

*02506 Cytology and Cytochemistry-Animal 

*03506 Genetics and Cytogenetics -Animal 

*10062 Biochemical Studies-Nucleic Acids, Purines and Pyrimidines 
*10064 Biochemical Studies-Proteins, Peptides and Amino Acids 
*10506 Biophysics-Molecular Properties and Macromolecules 
*16504 Reproductive System- Physiology and Biochemistry 
10052 Biochemical Methods -Nucleic Acids, Purines and Pyrimidines 
10054 Biochemical Methods - Proteins , Peptides and Amino Acids 
Biosystematic Codes: 

863 75 Muridae 
Super Taxa: 

Animals; Chordates; Vertebrates; Nonhuman Vertebrates; Mammals; Nonhuman 
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♦SEQUENCE* HOMOLOGIES IN THE MOUSE PROTAMINE 1 AND 2 GENES 



JOHNSON P A; PESCHON J J; YELICK P C; PALMITER R D; HECHT N B 

DEP. BIOL., TUFTS UNIV., MEDFORD, MASS . 02155 nr> I 

BIOCHIM BIOPHYS ACTA 950 (1). 1988. 45-53. CODEN- BBACA $P 

Full Journal Title: Biochimica et Biophysica Acta 

Language : ENGLISH 

To identify candidates for cis-acting sequences that regulate the staqe 
and cell-specific expression of the two coordinately regulated protamine 
genes m the mouse, genomic clones were isolated and the nucleotide 
sequences of the 5' flanking regions and coding regions were compared 
Unlike most histone genes and the multigene family of trout protamine genes 
which are mtronless, each mouse *protamine* *gene* has a single short 
intervening *sequence* . Although the, coding regions do not share 
significant nucleotide homology, the 5' flanking regions contain several 
short homologous sequences that may be involved in gene regulation An 
additional shared *sequence* is present in the 3' untranslated region 
surrounding the poly (A) addition signal in both genes 
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Analysis of Sequences Required for the Cytotoxic Action of a Chimeric 
Toxin Composed of *Pseudomonas* 'Exotoxin* and Transforming Growth Factor 

Kihara A; Pastan I 

Lab . Mol. Biol., Div. Cancer Biol., Diagnosis Cent., Natl. Cancer Inst 

20892, SsA HSalth ' 9000 R ° Ckville Pike ' Bui ld. 37, Room 4E16 B^Lsd^ *MD 

Bioconjugate Chemistry 5 (6). 1994. 532-538. 
Full Journal Title: Bioconjugate Chemistry 
ISSN: 1043-1802 
Language: ENGLISH 

Print Number: Biological Abstracts Vol. 099 Iss. 003 Ref 039478 

im f?i!! ,er J C tOX i n L com P° sed of transforming growth factor alpha fused to 
mutant forms of *Pseudomonas* 'exotoxin* bind to the EGF receptor and kill 

*tllL™T ril Z g I SS f rece P tors - In early experiments, the binding domain of 

TGF alDh^PpI n G ^ tOX1 ?* d8leted and re P laced wi th TGF-alpha to make 

TGF-alpha-PE40. This chimeric toxin required proteolytic processing within 

FASEB j 3 ■> Ce iL^°^f^° nV c r J ed t0 H S aCtive form «Siegall et al . (1989) 
™ • I' 2647 ~ 2652 ) • Subsequently, recombinant toxins that do not 

SSP'^r-Kw? r XC - PrOCe ; S i^ g W ^ re construct ed by inserting TGF-alpha near 
the carboxyl terminus of *domam* *ni* and deleting toxin residues up to 
the processing site at position 280. In addition, the carboxyl terminus of 
this toxin was converted from REDLK to KDEL to increase its activity 
? S°ftf nt toxins of this type, termed PE 3 7 / TGF - alpha / KDEL , are about 
100-fold more potent than TGF-alpha- PE4 0 . To determine if other sequences 
can be removed from such chimeric toxins to make a smaller molecule that 
can penetrate tissues better, we have carried out a deletion analysis of 
sequences present within domains II and lb. We find that all of domain lb 
and a portion of domain II can be deleted without significant loss of 
cytotoxic activity, but larger deletions extending further into domain II 
lose cytotoxic activity. We also find that inserting a small linking 
peptide (Gly)-4Ser between residual sequences in domain II and *doSai£? 
„ I t '■ •. in molecule s with diminished cytotoxic activity, enhances 
cytotoxicity suggesting that one role of domain lb is to prevent 
undesirable interactions between domains II and III. These new chimeric 
l^ XinS *n* re VSry aCt±Ve ° n A431 epidermoid carcinoma cells which contain 
EGF receptors. One of these was also tested in animals and showed 
strong antitumor activity against A431 tumors growing in nude mice 
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Primate Antibody Response to Immunotoxin: Serological and Commit *r AiH^H 

?oL S oe S BM EP JuTl S n S ^r^t F °™ ° f ^-ud^onas^Exot^Jn^^^^ 
?=k 5 ? M ' J ? n 9 S " H ; Benhar I; Pai L; Lee B K; Pastan I 
Lab. Mol. Biol., DCBDC, NCI, Natl. Inst Health Bn-ilH -5-7 n«« 
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Infection and Immunity 62 (11). 1994. 5055-5065 
Full Journal Title: Infection and Immunity 
ISSN: 0019-9567 
Language : ENGL I S H 

NLvsPE^fl l^infT 1 V01 ' °" ISS - 001 Ref - 0069 12 

hJS^ ? ? a 38 -kDa derivative of *Pseudomonas* 'exotoxin* (pe) in which 
domain la (ammo acids 1 to 252) and part of domain lb (365 to 380) m 
deleted and an 11-amino-acid N-terminal peptide is added LMB-1 is 
immunotoxin in which the monoclonal antibody B^is coupleftf NLysP^Ynear 
fraament of S? * £ V ^ jingle-chain immunotoxin in which the Fv 

w a Ti? ° 1 ? X f fUS6d t0 PE38 - To identify the antigenic regions of 
PE38,12 polyclonal serum samples from monkeys immunized with thl 
lmmunotoxms LMB-1 (six monkPv<?l an ^ tmu n /„,•„ •< - Lmill ""- Lzea witn the 
their rearHvifv \„ monKeys) and LMB-7 (six monkeys) were tested for 

rep esenSn^tne^o aci^S uence of NLy^E^me ^So^sp^s^ 
peptides were similar among the 12 serL specimens? ident if ylng se vera? 
major immunodominant B-cell epitopes. Predominant react ivitywal stel in 
six locations: ammo acids 272 to 287, 341 to 359 504 to rt"k f! LI 

and 573 to 591 and the C- terminal amino acidJ 591 'to 613 The 'sera d [ 
l e nl C ll" lth a PP r ° ximatel y of the peptides. Furthermore," a compSer-fiSed 

analysis was done to predict the immunologically relevant areas and 
revealed the same antigenic regions defined by serum ?2activitv to 
peptides. Competition enzyme-linked immunosorbent assays and neutralization 
assays were performed with domain II, m or Ili plus ?b of PE38 Ind 
confirmed the immunodominance of * doma in* *m*. To analyze e e ! 
witn LraT n % acidS K1 in ant i b ° d y bin *ing, individual Smino Lids o? PE?8 
uSgenesil? ^^ s ^^ 3 ^ "£ t 

gTLtSS ofpE—™ ° f -?-PE38 t ;n d tiS a L fo 

De AS£i£i° rS/KeyWOrdS : RESEARCH ARTICLE; PSEUDOMONAS; MONKEY • LMB-1- LMB-7- 
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_ Correction of PREVIEWS 97374704. B3 (Fab) -PE38-M: A recombinant 
immunotoxin in which a mutant form of *Pseudomonas* *exotoxin* is fused to 
the fab fragment of monoclonal antibody, B3 . Addition of author name 
Erratum published in CANCER RESEARCH Vol. 54. Iss. 16 1994 n 4555 
Choe M; Pai L H; Webber K O; Pastan I 

Lab. Mol. Biol., Natl. Cancer Inst., NIH, 9000 Rockville Pike, Build 37 
Room 4E16, Bethesda, MD 20892, USA ' 

Cancer Research 54 (13). 1994. 3460-3467. j7 r -> , , * , . 

Full Journal Title: Cancer Research CAO { . *r ' c ^6 

ISSN: 0008-5472 
Language : ENGLISH 

Print Number: Biological Abstracts Vol. 098 Iss. 011 Ref 151212 
Recombinant immunotoxins were made by fusing the Fab domain of monoclonal 
antibody (MAb) B3 to PE38-M, a truncated mutant form of *Pseudomonas* 
♦exotoxin* (PE) . The recombinant toxins were made in Escherichia coli bv 
fusing genes encoding the antibody domains to a gene encoding the mutant 
form of PE. MAb B3 binds to a carbohydrate antigen found on many kinds of 
carcinomas. Immunotoxins in which MAb B3 has been chemically coupled to 
recombinant forms of PE have been shown to be very active cytotoxic agents 
PE has also been targeted to tumor cells by replacing the cell-bindinq 
domain of PE (domain I) with a single-chain antibody to make a single-chain 
immunotoxin. In the current study, PE38-M, a mutant form of PE, with a 
deletion of the cell-binding domain (amino acids 1-252) as well as 
mutations in *domain* *III* and some nonessential sequences in domain lb 
(amino acids 365-380), was fused to the light chain of MAb B3 . This protein 
was renatured in the presence of the Fd fragment of MAb B3 to produce a 
Fab- toxin fusion protein. Alternatively, the Fd fragment of MAb B3 was 
l? B ,t vo t0 PE38_M and combined with the light chain. Both types of 
B3 (Fab) -PE38-M were just as active on target cells as previously described 
single-chain immunotoxins. Furthermore, the B3 (Fab) -PE38-M has two 
advantages over single-chain immunotoxins. One is that the yield of 
recombinant Fab-toxin is very high, with 10-22% of the starting protein 
recovered as cytotoxically active immunotoxin after chromatographic 
purification. The second is that the B3 (Fab) -PE38-M has a much longer 



survival in the circulation of mice with a t-l/2beta of apprx 5 h 
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Small chimeric toxins containing only transforming growth factor alpha 
and *domain* *III* of *Pseudomonas* 'exotoxin* with good antitumor activity 
m mice J 

Kihara A; Pastan I 
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Cancer Research 54 (19). 1994. 5154-5159. 
Full Journal Title: Cancer Research 
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Print Number: Biological Abstracts Vol. 098 Iss Oil Ref 151078 
Chimeric toxins composed of transforming growth factor a (TGF-alpha) 
fused to mutant forms of *Pseudomonas* 'exotoxin* (PE) bind to the 
epidermal growth factor receptor and kill cells bearing epidermal growth 

PE Sacs 5!?f?^ rS 'H Init i ia11 ^ blnding d ° main (Ia '- ami ™> l-2sITSf 

rev r a !h d ?« f d f eP i aqSd Wlth TGF " al P ha t° ^ke TGF-alpha- PE40 in which 
TGF-alpha is fused to domains II, lb, and III of PE (amino acids 253-613) 
That drug is currently undergoing clinical study for the intravesical 
therapy of bladder cancer. To generate smaller molecules that would have 
increased tumor penetration, several deletion mutants were constructed In 
one of these TGF-alpha was inserted near the carboxyl terminus of PE, 'and 
residues m domains II and lb of PE (amino acids 253-279 and 365-380) were 
deleted bo that the chimeric toxin did not need to be cleaved by an 
^2o5? lular P rotease to be activated (Theuer el al . , J. Biol Chem 267- 
16872-16877 1992). We have now constructed chimeric toxins which contain 

arowth Sc?* T fc ^.^it hi 9 h cytotoxic activity on epidermS 

SS£S«hS« * receptor-containing cells and produce substantial tumor 
regressions m mice bearing a human xenograft. The high cytotoxic activitv 
of these severely truncated toxins provides new insights on the proposed 
functions of domains II and III of PE. 

Descriptors/Keywords: RESEARCH ARTICLE; PSEUDOMONAS • POTENTIAL 

ANTINEOPLASTIC APPLICATION 
Concept Codes : 

*12512 Pathology, General and Miscellaneous-Therapy (1971- ) 
*17002 Endocrine System-General 

*22501 Toxicology- General; Methods and Experimental 
*24008 Neoplasms and Neoplastic Agents -Therapeutic Agents; Therapy 
*31000 Physiology and Biochemistry of Bacteria 
10060 Biochemical Studies -General 

10064 Biochemical Studies-Proteins, Peptides and Amino Acids 
Biosystematic Codes: 

06702 Enterobacteriaceae (1992- ) 
86375 Muridae 
Super Taxa: 

Microorganisms; Bacteria; Eubacteria; Animals; Chordates; Vertebrates- 
Nonhuman Vertebrates; Mammals; Nonhuman Mammals; Rodents 

19/9/6 (Item 6 from file: 5) 

DIALOG (R) File 5:BIOSIS PREVIEWS (R) 
(c) 1995 BIOSIS. All rts. reserv. 

11174704 BIOSIS Number: 97374704 

B3 (Fab) -PE38-M: A recombinant immunotoxin in which a mutant form of 
*Pseudomonas* *exotoxin* is fused to the fab fragment of monoclonal 
antibody B3 

Choe M; Webber K 0; Pastan I 

Lab. Molecular Biol., National Cancer Inst., NIH, 9000 Rockville Pike 
Building 37, Room 4E16, Bethesda, MD 20892, USA 
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Full Journal Title: Cancer Research 

ISSN: 0008-5472 
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Print Number: Biological Abstracts Vol. 098 Iss. 005 Ref. 063193 
Recombinant immunotoxins were made by fusing the Fab domain of monoclonal 
antibody (MAb) B3 to PE38-M, a truncated mutant form of *Pseudomonas* 
♦exotoxin* (PE) . The recombinant toxins were made in Escherichia coli by 
fusing genes encoding the antibody domains to a gene encoding the mutant 



% 



ijnunotaxin In the current study, PE38-M, a mutant rorm of SI with a 
deletion of the cell-binding domain (amino acids 1-252) as well as 

Tamino acids^SB Tn^* *T* ?* ^ noness ^tial sequences in do! lb 
(amino acids 365-380), was fused to the light chain of MAb B3 This nrotein 
was renatured in the presence of the Fd fragment of MAb B3 to prodScJ a 

fused"" PE3 S 8 10 S KS^S'h Alt / rna H Vel l' thS ^ fragment of mK b3 "as 
B3(tZh) Sp ™ m " combined with the light chain. Both types of 

S?n«S • DUS - 38 a ° tlVe ° n target cells as Previously described 

single-chain immunotoxins . Furthermore, the B3 (Fab) -PE38-M p?oScJd 

B?T^) e pE3 r 8 m M SS nas S t-So ^ tUm ° r Xen0 9- fts Rowing " nua^micl 
thai LI ? ^ % tW ° advanta <?es over single-chain immunotoxins. One is 
st^M™ recombinant Fab-toxin is very high, with 10-22% of the 

starting protein recovered as cytotoxically active immunotoxin after 
chromatographic purification. The second is that the B3 (Fab^PE^ M nas a 
much longer survival in the circulation of mice with a t-l/Sbeta of apprc f 
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Print Number: Biological Abstracts Vol. 098 Iss. 002 Ref 028328 
*Pseudomonas* 'exotoxin* A (PE) is composed of three structural and 
functional domains. Domain la is responsible for cell recognition, domain 
II tor translocation of PE across the cell membrane, and *domain* *III* for 
ADP-ribosylation of elongation factor 2. To investigate the role of the 
ammo acids exposed on the surface of *domain* *III*, we replaced 15 of 
these, generating 29 different mutants at positions 412, 416 418 490 
513, 516 522 551, 576, 590, 599, 604, 606, 607 and 608. All but one 
mutant retained substantial ADP-ribosylation and cytotoxic activities 
Moditication of proteins with monomethoxypolyethylene glycol (mPEG) 
prolongs their circulation in the blood stream and reduces their 
immunogenic! ty. Unlike PEGylated enzymes acting on small molecule 
substrates, PEGylated toxins may lose those functions that are based on 
macromolecular interactions. Therefore, we selectively PEGylated mutant PEs 
a £ P° S1 ^ lon£ \ 490 ' 5 l 3 ' 516 ' 522 • 604 • and 606. Most PEs modified by a 5-kDa 
mPEG via a disulfide or a thioether bond retained high cytotoxic activity 
However, when a 20-kDa mPEG was used there was a decrease in cytotoxic 
activity with the disulf ide-bonded molecules being more active. Positions 

ll\ ™ -, 604 are 9 ° od sites for PEGylation, but 490 is not. We also found 
that PEGylation of PE 522C prolonged its in vivo circulation time in mice 
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FUNCTIONAL DOMAINS OF *PSEUDOMONAS* *EXOTOXIN* IDENTIFIED BY DELETION 
ANALYSIS OF THE GENE EXPRESSED IN ESCHERICHIA- COLI 
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Full Journal Title: Cell - 
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*Pseudomonas* *exotoxin* A is a single chain toxin with three structural 
domains that inhibits protein synthesis in eukaryotic cells by catalyzinq 
ADP ribosylation of elongation factor 2. To study the function of these 
domains, we deleted different portions of the PE structural gene and 
expressed these constructs in E. coli using an inducible T7 promoter. These 
studies indicate that structural domain la is required for cell 
recognition, that structural domain II is required to translocate the toxin 
across a cellular membrane, and that structural *domain* *III* and a 
portion of domain lb are required for ADP ribosylation activity. Toxin 
lacking domain la is about 100 -fold less toxic to mice than intact PE and 
should be a useful molecule for the construction of immunotoxins 
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B3 (Fab) -PE38 (M) : A recombinant immunotoxin in which a mutant form of 
*Pseudomonas* *exotoxin* is fused to the Fab fragment of monoclonal 
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Recombinant immunotoxins were made by fusing the Fab domain of monoclonal 
antibody (MAb) B3 to PE38 (M) , a truncated mutant form of *Pseudomonas* 
♦exotoxin* (PE) . The recombinant toxins were made in Escherichia coli by 
fusing genes encoding the antibody domains to a gene encoding the mutant 
form of PE. MAb B3 binds to a carbohydrate antigen found on many kinds of 
carcinomas. Immunotoxins in which MAb B3 has been chemically coupled to 
recombinant forms of PE have been shown to be very active cytotoxic agents. 
PE has also been targeted to tumor cells by replacing the cell -binding 
domain of PE (domain I) with a single-chain antibody to make a single-chain 
immunotoxin. In the current study, PE38(M), a mutant form of PE, with a 
deletion of the cell- binding domain (amino acids 1-252) as well as 
mutations in *domain* *III* and some nonessential sequences in domain lb 
(amino acids 365-380), was fused to the light chain of MAb B3 . This protein 
was renatured in the presence of the Fd fragment of MAb B3 to produce a 
Fab-toxin fusion protein. Alternatively, the Fd fragment of MAb B3 was 
fused to PE38(M) and combined with the light chain. Both types of 
B3 (Fab) -PE38 (M) were just as active on target cells as previously described 
single-chain immunotoxins. Furthermore, the B3 (Fab) - PE38 (M) produced 
complete remissions of human tumor xenografts growing in nude mice. 
B3 (Fab) -PE38 (M) has two advantages over single-chain immunotoxins. One is 
that the yield of recombinant Fab-toxin is very high, with 10-22% of the 
starting protein recovered as cytotoxically active immunotoxin after 
chromatographic purification. The second is that the B3 (Fab) -PE38 (M) has a 
much longer survival in the circulation of mice with a t (one-half beta) of 
similar5 h. 
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Design of a genetic immunotoxin to eliminate toxin immunogenicity - 



Pseudomonas immunotoxin and Fab fusion protein expression in HIV 
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ABSTRACT: A genetic form of immunotoxin (*Pseudomonas* *exotoxin* A (PEA)) 

S^.?n S1 S?l t0 e ^ mina ^ tOXin im ™nogenicity by replacing the toxin 
P^ein moiety with weakly immunogenic or nonimmunogenic plasmid DNA. 

dCMV ? ah ?S? T*\ P rotamin ^ ° NA fragments were cloned into plasmid 
pCMV-Fabl05 (containing Fab against gpl20) and the resulting 
bicistronic mammalian expression vector (plasmid pCMV-Fabl 05 -protamine) 
contained an expression cassette for the Fdl 05 -protamine fusion protein 
and another cassette for the kappa chain of F105, this was used as a 
gene carrier. To construct the toxin expression plasmid pCMV-PEAIblll 
an upstream primer corresponding to amino acids 384-389 of PEA and the 

*Z^ tr * am * T ??i mer ^ P2 WS f e US6d t0 am P lif y the partial domain lb and 
*domain* *m*. The amplified *domain* *III* or *domain* *III* and 
partial domain lb DNA sequence of PEA were cloned into a mammalian 
expression vector plasmid pRc/CMV under control of CMV and T7 promoter 
respectively. The complexes were specifically transferred into HIV 
virus -1- infected Jurkat cells by receptor-mediated endocytosis 
resulting in selective killing of the target cells. (35 ref) 

DESCRIPTORS : Pseudomonas immunotoxin, Fab fusion protein expression in HIV 
virus-l-infected Jurkat cell culture, plasmid pCMV-Fabl05 -protamine 
plasmid pCMV-PEAIblll, appl . gene therapy, genetic immunization 
bacterium toxin cloning antibody mammal animal human leukemia tumor 
leuko virus retro virus vector (Vol.14 No 7) 
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ABSTRACT: A cytostatic, recombinant *Pseudomonas* *exotoxin* (rPE) 



IS 

in 



disclosed which has a recognition molecule inserted at least xn 
♦domain* *III* at the carboxyl terminus of the PE for selective killing 
of target cells recognized by the recognition molecule. The rPE does 
not exhibit cytotoxicity to cells not recognized by the recognition 



molecule. Also disclosed is a rPE with modified cytostatic sequences 
with increased cell killing activity. The rPE molecules are used to 
prepare target-specific toxins with high cytotoxicity. (33pp) 
DESCRIPTORS: Pseudomonas sp. exotoxin gene mutagenesis, insertion of 

recognition sequence for targeted cell killing, cytostatic bacterium 
toxin 
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ABSTRACT: A series of point mutations in the *Pseudomonas* *exotoxin* (PE) 
gene (encoding a 66 kDa protein from Pseudomonas aeruginosa) was 
created and expressed in Escherichia coli to study the function of the 
PE gene. Mutations at Lys-57 abolished cell binding. Mutations at 
Arg-276 or Arg-279 decreased cytotoxicity and prevented processing and 
translocation of *domain* *III* (responsible for ADP ribosylation of 
elongation ^ factor-2) into the cytosol . A sequence near the C- terminus 
of *domain* *III* was identified, which was also required for the 
cytotoxic activity of PE. Domain I (responsible for cell binding) of PE 
was replaced by various growth factors and lymphokines (transforming 
growth factor-alpha, interleukin-2 , interleukin-4 , interleukin-6, CD4 
and variable regions of antibodies) to create chimeric cytotoxic 
molecules. The properties and biological effects of some of these 
chimeric molecules were discussed. (3 ref) 

DESCRIPTORS: Pseudomonas aeruginosa exotoxin gene cloning, fusion protein 
prep, with interleukin-2, interleukin-4, interleukin-6, CD4 , 
transforming growth factor-alpha, antibody variable region, expression 
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ABSTRACT: The production of chimeric toxins using Pseudomonas sp. exotoxin 
is reviewed. * Pseudomonas* 'exotoxin* binds to and enters cells bv 

^ow eP DH r To f ^1 end ? c y tosis - ^thin the cell it requires exposal to 
low pH to enable it to translocate to the cell cytoplasm where i? 
inhibits protein synthesis by ADP-ribosylating elongation fJctor 2 Tne 
rnnl? T I ^ st ™ctural domains. The functioned Sach domain 'vert 
confirmed by mutagenesis to be cell binding (domain la) translocation 

be^r^denii??^!^ 0871 ^^ 11 ( * d ° main * ?III *> ' Ke ^ -ino acids na?e 
of the toxin Pht^i n each . domain that are required for the function 
crosslink' ™™J ^ Were n made originally by using chemical 
noH k 2^ reagents to couple *Pseudomonas* 'exotoxin* to 

d ^ g - Pr0t u inS - J^ 0re recent ly, 'Pseudomonas* *exotoxin* related 

deieSon" of°Srt of*IL S~ * f USi ° n technology, involving 

^ i ™ ? ^ P u thS tOXln gene ' and replacement with DNA coding for 
•9 fi P e Pt lde hormones or growth factors. These chimeric toxins may be 
™! ful , clinically for treating various diseases and experimentally fo? 
understanding receptor function. (58 ref) y ° r 

DESCRIPTORS: Pseudomonas spp. chimer 
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Full Journal Title- Journal of ^ ? * • f° DEN: JBCHA 
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m ut C a h Ss eri of P ^t\ n e%ia C ° n to^ n ng (D ?f 0 \ 

single-chain antibody (E6 sFv) acra?Lt- ft udomonas exotoxin A (PE) and a 
(TfnR) were expressed in 2 rabbi? ? 'transferrin* receptor 

utilizing PE40 (the carboxyl terminus S ^V£ 8ate SyStem " MolecSleJ 
domain) exhibited signify nt E s fJ lackin ^ the binding 

cytotoxicity (i C 50 i times 1T1T £f d ' Cel1 ^-specif il 

erythroleukemia-derived cell iinT K562 i M) . ^inst a human 

between the same sFv and a nr i V n ° ntrast ' a fusion* *protein* 
substitutions in the binding ^ ■ ' °T MI Staining two amino acid 
significantly cytotoxic^ deSnt?? h ^ [S(508 > F ' S(525)F]) was not 

protein in "the* ^m^-Sl-ES^ A tripartite' 

comparable to that of the PE40-sFv fuJ~ C0 °* ? xhlb ited cytotoxicity 
suggesting that the deficit in * °S (IC5 ° 1 -times. 10-10 M) 

misfolding of the sFv moiett or If I ° f J™^**? is not a function of 
contrast to DTM1-E6 sFv, a JfLio^ Wo/^*^ abilit Y to bind TfnR. In 
CRM 107 [S(525)F], and ?he Efi «p* P ^ * bet "een a second DT mutant 
•times. 10-9 M) , and toxicity could bTSl T^/t^ ^otoxic (IC50 1 
antibody. The cell-free in v eS? , ed by addition of excess E6 

may be used to express W?ioSl toi?? J T WS describe ^ rapid and 
refolding procedures are required a^d ?S US1 ° n P roteins - No protein 

proteins which, due to restriction, tec * ni ^™Y ^ used to express 
toxin-encoding genes in Escherichia ™? • lmpo ^ ed ° n manipulation of 
conventional methods. ts cnerichia coli, could not be produced by more 

Descriptors/Keywords: PSEUDOMONAS ESCHFRtputs ™t t t-. t ™ 

EXOTOXIN A TOXIN- ENCODINP rvnv D Tn™?IF HIA " c OLI DIPHTHERIA TOXIN 
Concept Codes: ENCODING GENE BIOLOGICAL CHEMISTRY IMMUNOTOXIN 



**1°0 2 0 5 64 6 ^^^L^.^^^^-^y-Animal 
*15008 



Bl^^BSod'Formin^S 0 ^ 1113 ' , PSPtideS * nd Amin ° Acids 
.220, « ^-loeSdot^^^ ^ BOdY Fluid -™tic Tissue and 

*225o1 ^ a ^ macol °gy- Immunological Processes and Allergy 

*I?oSo PhysiSioaranrSf 1 ^^' 110 ^ and Experimental ^ 
*31500 rSS? gY t " d Bloch emistry of Bacteria 

? enetlcs of Bacteria and Viruses 



*34504 
*34508 

*36002 



+^ ana viruses 

Immunology and Immunochemistrv-Bari-^-i ^ -, 



10^68 S?^ 1 . 811 ? Clinical Microbiology-Bacterioloav 
32500 ? 10chem ^ cal Studies -Carbohydrate^ 9Y 

BiosysL^atlclSdes? 1 ^^' Ap ^ atus ' ^hods and Media 

06508 Pseudomonadaceae (1992- ) 



06702 Enterobacteriaceae (1992- ) 

Zll S NOnSp ° rin 9 *-"-WBiWve Rods , 1992 . , 

Super Taxa: 
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an"bod^ 

angiogenic a human homolog of pScreatic RwJl ^ gene for 

F(ab-)2-like antibody -enzyme fusions we prepared by Tikkina^^^f ' 
human angiogenin to a chimeric anti-*transf erri rX l~?l ? 9 ^ gene for 
gene. The antibody-enzvme f„=inn ™I transferrin* receptor heavy chain 
that secretes the ffl liSt cSaiS nf^ introduce <* into a transfectoma 

were cloned that sySthesizf and Secret the" °?' and Cel1 lines 

*protein* of the exoected at - secrete the antibody- enzyme *fusion* 

supernatants from cWs secreting ?he *fSsiSn*^ 10 ? ° f * 1 ' 5 ng/ml " Culture 
of growth and protein s^the"sis of tiK CaUSGd inhibi ti°n 

♦transferrin* receptor but nof ?™ ,= a t Us that ex P ress the human 

lacks this recJpSr Whereas excess Jntfho^"^^^^^ Cel1 line that 
itself inhibit protein antibody to the same receptor did not 

protein synthesiS °iS n ?bitSn caused ^tfJ 0 completely prevent the 
results indicate that thS *fusion* *protein* . These 

receptor-mediaJed mechanism iSS?^i C1 5? 18 dUS t0 a transferrin* 

♦fusion* *protein* meC ^ 1S Semon:t°r:te g tne* f SSffi If^ ^ 
recombinant antibody-RNase molecule rL 3 M 5 f?^ 11 ^ of constructing 
the *transferrin* recepto? The ST^fS killing tumor cells bearing 

of a mouse/human chimeric' S?i ESS t ^ ° f the acc 3 uired cytotoxicity 
importantly 'in hSmaf therapeutic SrLeaSs'that uL^ P r ° te f n be J 

to toxins from plants of Z 9 l use mouse antibody linked 

that the hun.an'uKr of x^uSc-x ns^S ^ad ""fesf to* ■ T"*^ 
immunogemcity than currently available reagents toxicity and 

Concept Codes : 

Genetics and Cytogenetics -Animal 
Genetlcs and Cytogenetics-Human 
*o2nn» P harm acology- Immunological Processes and Allergy 
*24008 Neoplasms and Neoplastic Agents-Therapeutic Agists • Therapv 
Ittll I^nology and Immunochemistry-General ; Methods Tnerap y 

Jo808 Enz^rS 1 St ? dies - p roteins, Peptides and Amino Acids 
luauB Enzymes-Physiological Studies 

12512 Pathology, General and Miscellaneous -Therapy (1971- ) 
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fuSoTproSin a^tJbody^^m^^L^sle 96 ^ 115 angiogenin 
protein angiogenin antl tumor, transferrin receptor antibody fusion 

DESCRIPTORS : 
Cell. . . 

agent targeting, toxic mammalian protein conjugate or fusion protein 

Neoplasm inhibitors 

HNase-t'LnSer^rcoSSat^rif 01 *ntibody- a ngiogeni„ conjugates or 
Receptors, transferrin. . . Transferrins, receptors 

L h n™St=r S antib ° dy t0 ' C °"^ C " human 'angiogenin, as neoplasm 

Gene, animal . . . 

for angiogenin, of human, clonina of in nr-^r, ^- ^ 

Autibo^.^ 0 '" 118 " ith Chime " C ^tibodies; 'as cytotoxic reagents 

Antibodies , monoclonal 

neoSf *S££^ t0r ° f human ' -njugates with human angiogenin, as 
fSi^roSults' " . " ° laaS ' Proteins, specific or class, 

Mamma? XlC ' ° f mamma1 ' " ith ta ^"ng agent, as cytotoxic reagent 

^otoxif?iagent C ° n ' U3ated ° r targeting agent, as 

Cytotoxic agents . . . 

toxic protein of mammal coniuaated or fn««H ,,^1, 
Transferrins conjugates. J u 9azea or fused with targeting agent 

with RNase, as neoplasm inhibitors 
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9001-99-4D fusion proteins with chimeric antibodies, 
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52 18958 FUSION (W) PROTEIN 

53 55 SI AND S2 



as cytotoxic reagents 



S4 27 



RD (unique items) 



?s si and protamine 

38233 SI 

11143 PROTAMINE 

S5 54 SI AND PROTAMINE 

?s s5 and fusion 

54 S5 
189285 FUSION 

„ „ S6 3 S5 AND FUSION 

?rd 

. . . completed examining records 

?t sl/sn 1 RD (UniqUS items) 
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stagef^? tlTycVlz Ine'rat'S^f t0tte ™^ at 
artefact? Y the rat seilll "£«ous epithelium: Fact or 

MRC 1 L r producSe e rP ?iol M 'u" 1 ? Ui 3 r 7 Lai """"S" J{ A " S *™**™ * T K 

international Journll oT^krllo^lT") in ?"« 9EW ' UK 

Full Journal Titlp- Tnhom.f^ n t '* 1994. 149-160. 
ISSN: 010? 6263 International Journal of Andrology 

Language: ENGLISH 

the rat testis to stage iT Z^**°?*i'* tio * ° f »P~«ic mRNAs in 
hybridization. m all Eases thT Jt seminiferous tubules using in-situ 
tubules and appeared as discrete ?ou"nfT ^ ^ Cated hasal ^Y ™ the 
lamina propria. P T he localization's SterpJetS"^ ^ 9rainS Cl ° Se to the 
or leptotene spermatocytes. In this studJ . 6ing ln Sertol i cells 

is most probably due tl artifactual bind?™ J emon ^ trate th ^t this pattern 
(RB) . m the present study testicul ^ 9 Pr 2 beS t0 the residual body 

and embedded in paraffij was III* tlssue ' £? r *«ion-fixed with Bouin - 1 
morphological preservation' such that'*** -^ 1S res ? lted in excellent 
were clearly distinguishable RNA JonteSt £ ^ at Stages VIII " X 

stages vili-x using methyl grlen ovroninP *L ■ & WaS de ™°nstrated at 

by pretreatment with P^ror t rTIhlor^ a ^?- nXnSr ^ and C ° Uld be eli ™in*ted 
for 11 seminiferous tubule DrSS^ ° aCld ' Local ization of mRNAs 

digoxigenin-labelled SboprobK (a^tlvfn* 536836 ^ 1115 35S -l^elled and 
•transferrin* , androgen binding prStein (ab^vT al P h *-inhibin, 

a xxiy procem (ABP) , cyclic protein-2 (CP-2) , 




CREM, sulphated glycoproteins l anH 9 / C nn 

2 (TP-2) and cystatin-C)" and Sg\4qenin la^lf^"^' transi tion protein 
(transition protein-l (TP^D T P-2 and abell ed oligonucleotide probes 

showed localization to the' correc? J amil ? e *"l - All of these probes 

epithelium. m addition, six StiLn^ v- P 6 {S l Wlt , hin the seminiferous 
CREM, SGP-2, CP-2 cvstatf^ r ?^ ? f 6 riboprobes (activin receptor-li 

basally located residuS bodLs in^S^iif^ 1 "! Sh ° Wed hybridizStSn to 

occasions, whereas residual bodies around ^ ° n ° ne ° r more 

VIII) or in 

transit thmnrrh „ • edge of the lumen (staqe 

hybridization; sense probeT showeS no ^^1°^ e P itheli ™ showed no 
common feature of the probes which ?nn=?- S J 12 ^ 1011 t0 resi dual bodies. A 
had been prepared using cDNA Soned'iSt'^Blues'crip? r** ^ 

antisense strand was generated from tht ?? i P ? SK " vector such that the 
prepared using T7 polymerase anrf Si Polymerase promotor. A cRNA 

27mer oligonucleotide ?o?™Soiidi^a ^ u J scri P fc . sector alone and a GC-rich 
site of Bluescript adjacent ???he ?? Itl t ? f the mul tiple cloning 

RB. It is concluded thit the ^brLization ^^i??* to basal 

subtle artefact unique to PBs f£df™? „ seen within RBs is probably a 
with Sertoli cell lysosomes and mfv ?2f? 5 ? lssolution following 'fusion* 
GC-rich fragments of RNA ' Y reflect nonspecific hybridization to 

De ^-^ ACTIVIN RECEPTOR; 

PROTEIN-2; TESTIS; ANDROLOGY TRANSITION PROTEIN- 1; TRANSITION 

Concept Codes: 

*?oo« Cytology and Cytochemistry-Animal 

•i6°5°o" 2^t C li. 8 g;t 1 S:S:^ ACidS ' PUrinSS ^ ^imidines 
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*2550 8 S do ? rine System-Gonads and Placenta 
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a ^os^n^aS ^mecn^iSm ^olvf '^V ^ vitro by 

regulation occurs through J cSnsSved cvSt^n? red " ction -°*idation . RedoJ 

♦binding* domain of *Fos* and *lwT SIS re f ldue located in the *DNA* 

reducing agents or by a uSrauSSus ' 1M f ^ residue bv chemical 

purified from Hela ceUs^X^Ites ^^J^V*^" 1 * reCentlv 
vitro, whereas oxidation or cheml^? m J*V ! "binding* activity in 

inhibitory effect on * DNA* *bindina* JcMvS ° f the cvstein e has an 

the protein product of the ref 1 I ty \ Here we demonstrate that 

activity of *Fos*-*Jun* heterodimer^ *?! I *T im * lateS the * DNA * binding* 
AP-1 proteins as well as thtt * Jun *"*J un * homodimers and Hela cell 

including NF - . kappa . B , Myb and member's orthe^T?/™'? 3118 ?^^ 1011 faCt ° rS 
immunodepletion analysis indicates th.f pi f ■ family. Furthermore, 
activity in Hela nuclear extract 2 In??™? * i ^ * the maj ° r AP " 1 redox 
protein; it also possesses an aouri^W^ Stin ?* V ' . R ^ is a bifunctional 
repair activity. HowevJJ ?he redox a nH ™f yimidlniC (AP) endonucleaee DNA 
in part, be distinguished SiochemiS^lv tJ?^^ activitie * °f Ref-l can, 
between transcription factor mSSSm™ ThlS .f? dv suggests a novel link 
repair processes in higher euLrocyteS ' ° Xldatlve signalling and DNA 

D !S?LEfe NUCLEAR REDOX FACTOR 

Concept ^Co de s f ^ ^ ^ ^Q^NCE * AM INO^ACID * S EQUENCE^"^ ^ *™ CE * 
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TH E F ^ T D E ^ S R 0 ^ BY MYOGENIN AND MYOD 



LI L; CHAMBARD J-C; KARIN M; OLSON E N 
TO. "S^HX^Srutf ™ SI ™ ANDERSON CANCER 

fST Journal Wtli"^ " 6 " 689 - CODEN : GEDEE 

Myogenin and MyoD belona to a f am n„ 
(HLH) proteins that have the poteSS^tn f ™ scl ^ s Pecif ic helix-loop-helix 
nonmyogenic cells. Peptide growth factor^ a ^vate muscle-specif ic genes in 
and MyoD to activate ^"" target genes UetT we%f ° f -^enin 
factor- inducible proto-oncogenes c^fS? c *iuA* I? that the growth 

effects of exogenous growth factors^ ' C „S 3 V and JunB mimic the 
muscle creatine kinase °MCK) ennaSe? bv JEST* 88 tra » s - ac tivation of the 
JunD, which shares *DNA* - binding? sSecIf ici^S^^T^ In cont ^st, 

expressed constitutively in muse?? ~i i f ^ ■ UnB and c "* Ju ** but is 

the trans-activating caoicitv nf » ' ■ 18 lneffic ient inhibitor of 
repression by 'Fos^and ^Sn^is LeciJic^o ^ ^ Script ional 
not observed with the widely LrL L St 5° my ° genic HLH Proteins and is 
the same DNA 'sequence*. Repression Sf th^ MP? ^ 11 E *\ Wh±ch ^cognizes 
is targeted at the myogeni^aSd MvSd DNA r e ?2n?? ^ by * F ° S * and * Jun * 
mediated by the amino^erminus ^omp^rSon'o? 1161106 * ° an be 

mutants for their responsiveness to *Fos* 'and S.T^n* ^ se ?: eral ^enin 
is directed at the basic-HLH region These rSn f , T fc ? at re P^ssion 
the *Jun* family can be d?Sh?nA,J u 6 resu J ts indlca te that members of 
muscle-specific traSscrintion ^ I ^ ? n ^ baSis of their effects on 

° e HE^^5S^S? X rd CRE^f ^SofflT* — E-SPECXEZC *GENE* 

Concept Codes: 

I?nn^ 2? ne ? ic ? ani ^ytogenetics-Animal 

Trans C rip£on? S Tra P n£aSn and ^ 
•"IE E^-cScaTanl Sggt" " d —oiecuies 
*10808 Enzymes -Physiological Studies 
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sXER^HoC^T SerT° DING A ^CRIPTIONAL ACTIVATOR 
EM^f^S 1 ^^^^' MARBURC, 

Language : ENGL I SH 

homSogy^Lh^'^s^JrsJverl/of tS F*** 3 } ^ Sh ° WS a high d ^ee of 

e.g., the leucine zipplr and the ^rZ/lS?^! 17 CrUCial d ° mainS ' 
considerable divercrence in oi-h^- JL • * DNA *-*bmding* site, but shows 

placed under tte^Sntrol *S°? S ; ? 6re ' We re P ort that F °sB, when 

control of a constitutive promoter, exhibits clear 



r ( 

^ s » : ^4°™te:t 8 i:rof u ss mouse nih3t3 ° r 

than that of a corresponding c-*fos* const?Lf V S consi derably stronger 
^^in^^hai? 3 ^ £^4 * fOS * ^^n^.'^^ 
Properties, app^ntly^by giv^Se'tV ^ ^ ^er^rans^orm ^ 
protein as compared with ?L significantly higher levels Sf 

Surprisingly, substitution of the N C °f res P ondin 9 c-*fos* *sequ^ncj* 
decreases its transforming po?entia? T^fT- ° f * Fos * with th ^ of ?osB 
potential are not related tTml o^^f n dlf fences in the transform?™ 

htllT f d i" eren ces in the moie^u^wSon^sTT 10 2', bUt rather seem ^ 
halves of *Fos* and FosB protein Ro?h ?° i ( i encode d in the N-terminal 
show increased expressioT of a number If'J^ V ~* f ° S * transf ^med cells 
*1T \ .transin, . alpha. 1 (in) G S ! ?! H e "?° gen ° U f ^ enes ' including c- 
Transactiyation by FosB and v-?fol? of thl SSUe P lasmi "ogen activator. 

be l^l n gSne * Peters and of a 3 timef ™ ^' 2^* and ^^.1(111) 
be shown in transient CAT assays v-*F09* k ? ? chimeric promoter could 
also show elevated levels of urokiL J f *i ^ nDt Fosfi - transformed cells 
mRNAs , pointing to potential Stf?^ P lasmin °<Jen activator inhibitor 

KS S ^ 6 5 W ° * F ° S * ™^r r s enCeS ln thS regulator? 
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6/9/34 (Item 34 from file- m 

5 :BI0SIS PR EVIEWS (R) 
(O 1995 BIOSIS. All rts. reserv 

8185946 BIOSIS Number: 91106946 

TrLscR^SaS^c??^™ 0 F0RM ° F F0SB ™AT INHIBITS .P08.-.J™. 
NAKABEPPU Y; NATHANS D 

Full journal WtL: "ell °' C ° DEN: CELLB 

Language: ENGLISH 

extracellular B^li^^i^^^f-T indUCed by a ™iety of 
*Fos* family that is alio iAdur J t here an unusu ^l member of the 

(•DELTA. FosB) missing the C- te?Snaf' 101^' a ./ ru ^ated form of FosB 
-tains the dimension anf *S£ - ^nd?ng? .^f.^P^'S 



* 



lost the ability in transfection assays to activate a promoter with an AP i 
^% and to repress the c-*fos* promoter. Rather, P .DEl£a FosB inhibits 

c g *?ol/ at J° n h l * J ™* ° r * Jun * + * Fos * and inhibits repression of the 
?,'v f ? ?f° m ;£ er by FOSB ° r c "* Fos * . presumably by competing with 
full-length *Fos* proteins at the steps of dimerization wi?h aid 
binding to DNA In stimulated cells .DELTA. FosB may act to limit the 
transcriptional effects of *Fos* and *Jun* proteins 

Descriptors/Keywords: MOUSE *GENE* ACTIVATION *DNA* ' *BINDING* AMINO Ann 
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ONCOGENE V-*JUN* MODULATES DNA REPLICATION 
WASYLYK C; SCHNEIKERT J; WASYLYK B 

LAB. DE GENETIQUE MOL. DES EUCARYOTES DU CNRS, UNITE 184 DE BIOL MOT FT 
DE GENIE GENETIQUE DE L ' INSERM, INST. DE CHIMIE BIOL 7 FAC DE MEDECINE* 11 
RUE HUMANN, 67085 STRASBOURG CEDEX, FR tAL . DE MEDECINE, 11 

ONCOGENE 5 (7). 1990. 1055-1058. CODEN: ONCNE 
Full Journal Title: Oncogene 
Language: ENGLISH 

rJ?- 1 transformation leads to alterations in both transcription and DNA 
tXn^™?.' Actlvatlon of transcription by the expression of a number of 
(2?rf?^h ? D T 9en ?!o 0 1S mediated by the transcription factor API 
(Herrlich & Ponta, 1989; Imler & Wasylyk, 1989). API is a composite 
transcription factor, consisting of members of the *jun* and *fos* *qene* 
hhJr ^ S '- C "*^ un ! _ and c:*f°s* are progenitors of oncogenes, suggesting 
that an important transcriptional event in cell transformation is altered 
activity of API, which may arise either indirectly by oncogene expression 
or directly by structural modification of API. We report here that the v- 
*jun* oncogene and its progenitor c-*jun*, as fusion proteins with the 
lex-A-repressor *DNA* *binding* domain, can activate DNA replication from 
the Polyoma virus (Py) origin of replication, linked to the lex-A operator 
The transcription-activation region of v-*jun* is required for activation 
^i Cat ^° n ' , Whe V? C ! SS v ;*=i un * is expressed in the cell, replication 
SSrJiSi? S *° r : s< 3 uelched '- These results suggest that one consequence of 
deregulated *]un* activity could be altered DNA replication and that there 

trLscrip^iSn "* V "* jun * activates replication and 

Descriptors/Keywords: RABBIT POLYOMA VIRUS TRANSCRIPTION MOLECULAR 
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THE'cRfw^RE-BPl^ 01 ^ PR ° TEINS BINDS COOPERATIVELY TO 

MACGREGOR P F; ABATE C; CURRAN T 

NUS,^ SSS-'U^ INST - M ° L - BI0L - R0CHE CENT., 

ONCOGENE 5 (4). 1990. '451-458. CODEN: ONCNE 
Full Journal Title: Oncogene 
Language: ENGLISH 

co^ex^ta^^Sc^^S^nr 1 T"* ^ * Stable ^terodimeric 
the DNA sequence* known as 'the ZTllTe H^ti™ $ int -acting with 
the leucine zipper, a structural m oH f f -.' formation occurs through 

residues there* is conserved in Te^Ll ^li^ a „ h ?? tad re P eat of leucine 
have employed a novel cloning stJIteav to Hoi J? ^un*-related genes. We 
capable of forming complex"? wS ^T,l* ?! encodin 9 Proteins 

screening of a . lambda, gt 11 *cDNA* library "with with 6 ^^ involves direct 
polypeptide. One clone isolated in thil Y 5 a blot mylated *Jun* 

zipper-containing pro?Sin that Mnd. t-n ^ en ^ odes CRE-BPl, a leucine 
(CRE) as a homodimL CrS-BPI also ?o?m S Ll^ S^ 1 " AMP response element 
with *Fos*. * Jun * binds cooDe^M^Tf, h f ter ° dlmeters ^ith *Jun* but not 
CRE-BP1. Thus. the ™*-;^::"i V !;r_ J " ." e CRE in associat ion with 

modulated by a4 S ocia t ioHith "o^^r^ft^CRE Ll ° f * Jun * are 

Inllnl Cytology and Cytochemistry-Animal 

, Genetics and Cytogenetics-Animal 

*io06 6 4 2 SmiS S^ut^T^ 0 Acids ' . P -ines and Pyrimidines 

J10506 BiSppc^^l^u^r^ 

inf1 " R-° C !; emiCa ^ Method s-Nucleic Acids, Purines and Pyrimidines 
Biochemical Methods-Proteins, Peptides and Amino Sds 
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ml DR^ALPHA^PROMOTER ZIPPER ^ ° F PR ° TEINS THAT BINDS T ° THE 

TING°J P-"?; GL?MCHER M L R H ? DAVIDS0N R; NABAVI N ' 2ELEZNIK-LE N J; 

DEP. CANCER BIOL., HARVARD SCH. PUBLIC HEALTH, BOSTON, MASS 02115 
SCIENCE (WASHINGTON D C) 247 (4950). 1990. 1581-1584! CODEN SCIEA 
Full Journal Title: SCIENCE (Washington D C) 
Language : ENGLISH 

Several mutants derived from transformed human B cell lines are defective 
in expressing major histocompatibility complex (MHC) class II genes The 
failure to express a class II *gene* in at least one such mutant line has 
been mapped to the MHC class II X box, a conserved transcriptional element 
m the promoter region. A complementary DNA encoding a *DNA*-*bindinq* 
S^fS* X h T bindin 9 Protien, hXBP-1) whose target is the human 

DR. alpha. X box and the 3' flanking region has now been cloned. The 
complementary DNA encoded a protein with structural similarities to the c- 
jun* proto-oncogene product, and its target *sequence* was closely related 
to the palindromic target *sequence* of c-*jun*. Mutation of the hXBP-1 DNA 
target *sequence* decreased DR. alpha, promoter activity in vivo These 
studies suggest that the hXBP-1 protein acts as a transcription factor in B 
c e j_ _l s * 

Descriptors/Keywords: HUMAN B CELLS MAJOR HISTOCOMPATIBILITY COMPLEX 

COMPLEMENTARY DNA MOLECULAR * SEQUENCE* DATA NUCLEIC ACID * SEQUENCE* AMINO 
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THE PRODUCT OF A NOVEL GROWTH FACTOR ACTIVATED *GENE* *FOS* B INTERACTS 

WITH *JUN* PROTEINS ENHANCING THEIR *DNA* *BINDING* ACTIVITY 

ZERIAL M; TOSCHI L; RYSECK R-P; SCHUERMANN M; MUELLER R; BRAVO R 
EUROPEAN MOL. BIOL. LAB., POSTFACH 10.2209, MEYERHOFSTRASSE 1 6900 

HEIDELBERG, FRG. 

EMBO (EUR MOL BIOL ORGAN) J 8 (3). 1989. 805-814. CODEN: EMJOD 
Full Journal Title: EMBO (European Molecular Biology Organization) 
Journal 

Language: ENGLISH 

We have identified a *gene*, *fos* B, encoding a nuclear protein of 338 
amino acids presenting a 70% homology with c-*fos*, whose expression is 
activated during G0/G1 transition. Growth factor stimulation of quiescent 
cells leads to a rapid and transient accumulation of *fos* B mRNA with 
kinetics similar to those of c-*fos*. The induction of *fos* B mRNA levels 
is in part due to a dramatic increase in the transcription of the *gene* 
The half -life of *fos* B mRNA is in the order of 10.sbd.15 min Both 
transcriptional activation and mRNA stability are substantially increased 
in the presence of protein synthesis inhibitors. Immunoprecipitation 
studies showed that *fos* B as c-*fos* protein, forms a complex in vitro 
with c-*]un* and *jun* B proteins in the absence of a target binding 
♦sequence*. Gel retardation assays demonstrated that *fos* B protein 
positively influences the binding of c-*jun* and *jun* B proteins to an 
AP-1 binding consensus *sequence*, suggesting that *fos* B protein plays a 
role m control of *gene* expression. 
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*JUN*-D A THIRD MEMBER OF THE *JUN* *GENE* FAMILY 
RYDER K; LANAHAN A; PEREZ -ALBUERNE E; NATHANS D 

HOWARD HUGHES MED. INST. LAB., DEP. MOL. BIOL. GENETICS, JOHN HOPKINS 
UNIV. SCH. MED., BALTIMORE, MD . 21205. 

PROC NATL ACAD SCI U S A 86 (5). 1989. 1500-1503. CODEN: PNASA 

Full Journal Title: Proceedings of the National Academy of Sciences of 
the United States of America 

Language: ENGLISH 

The protooncogene c-*jun* encodes a component of the transcription factor 
AP-1. Both murine c-*jun* and a related *gene* (*jun*-B) are rapidly 
activated in BALB/c 3T3 cells by serum growth factors. We report here the 
cloning and anlaysis of a *CDNA* encoding a third member of the murine 
*jun* family, *jun*-D. The amino acid *sequence* encoded by *jun*-D has two 
extensive regions of homology with the other *Jun* proteins. One homology 
region includes the *DNA* - *binding* domain and sequences required for dimer 
formation and interation with the *Fos* oncoprotein; the other includes the 



V'- 



acidic *sequence* thought to be involved in *aene* activation an ^ 

res? n^T3 S SlS"^ iV™^ ° f -rine^ssuef anfceTi e fin 
* j un* and * i un* B US ■? \ S ex P ressed at a higher level compared ?o c- 
Dun and jun* -B, and its transcription is stimulated onlv sliahi-lv h„ 

t 3 haTc-?^ h a„^^SS:B. Thus ' * jun *" D appears to be 
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^*DNA* * BINDING* ACTIVITIES OF THREE MURINE *JUN* PROTEINS STIMULATION BY 

NAKABEPPU Y; RYDER K; NATHANS D 
MD H °2^?5 HUGHES MED ' INST ' LAB " J ° HN H0PKINS UNIV. SCH. MED., BALTIMORE, 

CELL 55 (5). 1988. 907-916. CODEN: CELLB 
Full Journal Title: Cell 
Language : ENGLISH 

*r™l* B i .!f mbers of _ the *Jun*/AP-l family have been identified in mouse 
SE? h- llbrarieS: c : *Jun*, *Jun*-B, and *Jun*-D. We have compared the 

products 9 in Pr 2? rt iL S H^ thS * JUn * Pr ° teinS by Usln S in vitro translation 
products m gel retardation assays. Each protein was able to bind to the 

consensus AP-1 site (TGACTCA) and, with lower affinity to related 
sequences including the cyclic AMP response element TGACGTCA The relative 
*t^t ng t0 ^ th ! T oligonucleotides tested was similar for the dlrfSrent 

mImbers S of the S^lV^S^ J om ° d ™« * nd heterodimers with otter 

T^o* - the family, and they were bound to the AP-1 site as dimers When 

ma?Sedlv ran In3 ?he P resen t/ *DNA* *binding* by *Jun* increased 

!™J dly ' and ^ he complex contained *Fos*. The C-terminal homology 

iS£r£ Ct ?nn t^t ^ ; uff i cient for *DNA* *binding* , dimer formation, and 

a n d * Tni? n ° S i • ° Ur ? eneral conclusion is th at c-*Jun*, *Jun*-b, 

and *Jun*-D are similar in their *DNA* *binding* properties and in their 

ttem r tS' 10n ^ n* F ° S *-- " th6re are Actional differences Ltvten 
them, they are likely to involve other activities of the *Jun* proteins 
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HUMAN PR0T0- ONCOGENE C-*JUN* ENCODES A *DNA* *BINDING* protptm ht™ 
STRUCTURAL AND FUNCTIONAL PROPERTIES OF TRANSCRIPTION FACTOR AP 1 

D; B ° S T J; A '- NISHIMURA T; VOGT P K TJIAN R 

CAS?^^ 3 MED - INST -' DEP - BI0CH ^^TRY, UNIV^ cE™, ^BERKELEY, 

SCIENCE (WASH D C) 238 (4832). 1987. 1386-1392. CODEN- SCIEA 
Language: ENGLISH ^vunn . bL.it, a 

♦genS ea reaS?a?i^ e lEf2? UCt % h *!Z the P<*«*ial to induce alterations in 
oncogene, v-*3un*, was found to share homology with the *DNA* *hin&JS 

Sssi istL .ss«r £sss ^^^S"^ 

similar DNA sequences. The human proto-oncSqene' c^n. S ^ 

p^cSnt d 'ide„?itv th Sith edUC f d T ln ° 3?ld -SSSSSSJ indices moreTLnlo 
JSSwLi ldenClt y . Wlth . v-* 3 un*. Expression of cloned c-*-iun* in bacteria 

identical to P S T\ " 1 t h ,.*^'J"?n^.-specific *DNA* .binding* propSrt"s 
from v .jun° rllct^ sofctf i^n ^ tW ° diStinct P e P"dL derived 

proto-oncogene product "of £. int £a" 3 S^gS?^^ 

possiSir e to eS ,-den f r 9Ulate * gS 2 e * ^ssicm, and therefSrfft may nS^bJ 
g?^tS 1 Ld t neop d as 1 a fy ^ the C ° ntr01 ° £ c "*^* that •«•<* «U 
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